Background: Guidelines underline the importance of early surgery in elderly patients with proximal femoral fractures. However, most of these patients present a high number of comorbidities, some of which require the use of warfarin. Waiting for INR decrease is a cause of surgical delay, and this influences negatively their outcome. Methods: We retrospectively reviewed all patients with proximal femoral fracture admitted to our unit from March 2013 to March 2017 to determine whether warfarin therapy is associated with reduction of survival, delay of surgery, and increased blood loss. From 1706 patient, a total of 1292 fulfilled the eligibility criteria and were included. Data regarding general information (type of fracture according to AO/OTA classification), pharmacological history regarding anticoagulant therapy pre-admission, surgery (type of surgery and time to surgery), clinical findings (blood loss), and date of exitus were collected. Results: We identified 157 patients with warfarin, 442 with antiplatelet agents (aspirin, clopidogrel, ticlopidin), and 693 in the control group. We observed a significant difference in the warfarin group regarding an increased ASA score, Charlson Comorbidity Index, and blood loss. Patients taking warfarin experience delay to the theater significantly more than the other groups. Patients in warfarin therapy have a 42% higher risk of death within 1 year from their surgery. Patients who underwent surgery after 48 h have 1.5 times higher risk of mortality with respect to the patients who underwent surgery within 48 h. Conclusion: Warfarin therapy at the time of proximal femoral fractures is associated with increased time to surgery, blood loss, and mortality.
Introduction
Hip fractures are common orthopedic injury and are a major cause of morbidity and mortality in the elderly. One-year mortality after hip fracture ranges from 14 to 36% [1] [2] [3] . Delayed surgical treatment and pre-admission comorbidities are associated with an increased post-operative mortality [4, 5] . Current guidelines recommend surgery within 48 h [6] . However, the association between delayed surgery and mortality remains elusive because of strong confounding by comorbidity factors. Long-term anticoagulant treatment is frequently encountered in patients with proximal femoral fracture (PFF) and associated with surgical delay [7] . Despite this, there are no set national standards for management of drug-induced coagulopathy pre-operatively in the context of hip fractures.
Warfarin is the most widely prescribed anticoagulant and it has been estimated that 4-8% of these patients are in therapy with it in the UK [8] . Traditionally, warfarinised patients were considered high-risk patients due to increased bleeding and associated perioperative complications, and their management could cause surgical delays. The current clinical practice recommends to postpone surgery until a patient's international normalized ratio (INR) decreases below 1.5. The time taken to achieve a safe INR together with the presence of multiple comorbidities has the potential to delay surgical treatment [9] . One of the strategies to reduce the bleeding in these patients is to temporarily postpone the warfarin administration and then wait until the anticoagulant effect of the warfarin has subsided, the action of warfarin lies between 2 and 5 days [10] .The use of vitamin K to reverse the effect of warfarin has been shown to be safe and effective in the context of PFF surgery even though there is no widely accepted consensus on the absolute indications, dosage, and route of vitamin K treatment in the context of hip fracture [11] .
The role of the antiplatelet therapy (aspirin, clopidogrel, ticlopidin) in the management of elderly patients with hip fractures seems to be less relevant. A clinical study addressing the use of both aspirin and clopidogrel when surgery for hip fractures is not delayed concluded that there was no difference in bleeding complication, blood loss, or transfusion requirements, when compared with those not on antiplatelets [12] .
More recently, the factor Xa inhibitors have been popularized (apixaban, dabigatran, and rivaroxaban) [13] . Common practice is to interrupt the factor Xa inhibitors for 24-48 h and undertake surgery thereafter [14] . Patients with PFF taking Xa inhibitors seem to have a longer delay in surgery compared to patients on warfarin or no anticoagulation [15] .
The purpose of this study is to determine whether warfarin therapy at the time of admission for PFF is associated with reduction of survival, delay of surgery, and increased blood loss.
Materials and methods
This is a retrospective cross-sectional study on consecutive patients with PFF admitted between March 2013 and March 2017 at our Orthopedic and Traumatology Unit located in the northeast of Italy (catchment area which caters to roughly 350,000 inhabitants).
Patients older than 65-years undergoing surgery for PFF were identified retrospectively from a hospital discharge database. The fractures were classified according to the AO-Müller/Orthopaedic Trauma Association fracture and dislocation classification (AO/OTA) [16] . The inclusion criteria were to have isolated proximal femoral fracture 31-A1, 31-A2, 31-A3, 31-B1, 31-B2, and 31-B3 (according to AO/OTA classification) and to have been treated surgically with joint reconstruction (total or emi-hip arthroplasty) or fixation with intra-or extramedullary devices (proximal femoral plate or proximal femoral short and long nail) with a minimum follow-up of 12 months. Patients with pathological or atypical femoral fractures, or fractures treated with other fixation devices (fixation with screws); patients with factor Xa inhibitors therapy (apixaban, rivaroxaban, fondaparinux); and patients still alive that did not undergo a complete follow-up at 365 days post-operatively were excluded (Fig. 1) .
Data regarding general information, pharmacological history, surgery, date of exitus, and clinical findings were collected. We calculated hours between admission and surgery for all patients using threshold of 48 h as suggested in literature [6] . The American Society of Anesthesiologists Physical Status Classification System score (ASA) and Charlson Comorbity Index (CCI) were extracted to evaluate patient comorbidities [17] . In order to estimate blood loss, we used the method of hemoglobin balance described by Foss and Kehlet. [18] We gathered preoperative and 3 days post-operative hemoglobin values and units of fresh packed red blood cell transfused, as this method expected. We registered mortality data at 30, 180, and 365 days for each group of patients.
In pharmacological data, we divided the whole sample in three groups based on the anticoagulant therapy that they took at the admission: warfarin, antiplatelet drugs (aspirin, clopidogrel, ticlopidine), and the control group contained patients that did not take any anticoagulant or antiplatelet agents. Patients on warfarin therapy underwent a discontinuation protocol as suggested by the British Society of Haemetalogy [19] that consists of using oral or intravenous vitamin K in order reduce the INR values to operate these patients within 48 h. Patients were not treated with a standardized warfarin reversal protocol and received intravenous administration of a dose of 10 mg/ml of vitamin K1 (Konakion) maximum twice a day based on the INR values. INR values were checked at the admission of the patient and every 8 h until surgery. We also shared our groups in those whom underwent surgery within or after 48 h, as well as by type of surgery to evaluate the potential association between warfarin treatment and time to surgery and surgical delay and mortality.
Statistical analysis
Continuous data were checked for normality using ShapiroWilk test. All continuous variables were expressed as means and standard deviation (SD) for normality or medians and interquartile ranges (IQR25-75) for nonnormally distributed continuous variables. Categorical data were expressed as total numbers and percentages. Statistical comparisons of continuous variables were performed using unpaired analysis of variance for normally distributed and nonparametric Kruskal-Wallis test for non-normally distributed variables, whereas categorical variables were assessed using Pearson's χ 2 test. Survival curves estimated with Kaplan-Meier methods were compared via log-rank test among groups of anticoagulant therapy. In this case, mortality was assessed at 30 days, 180 days, and 365 days. Kaplan-Meier survival estimation model was performed for long-term survival up to 1-year follow-up comparing the impact of three different groups. Age, gender, age, anticoagulant therapy, ASA score, Charlson Comorbidity Index, AO/OTA Classification, types of surgical procedure, time to surgery, and blood loss were assessed as a prognostic factor for survival using Cox regression analysis [20, 21] . Additionally, a stepwise selection procedure based on likelihood-ratio test was performed. In backward elimination, we considered a removal probability equal to 0.10. We analyze Schoenfeld residuals to test the assumption of proportional hazards [22] . For the time to event analysis, patients were censored at the time of death. Further, we calculated multivariate Cox regression analysis adjusted for potential confounders to assess which parameters had an independent association with mortality. Goodness of fit of the model is evaluated graphically by Cox-Snell residues. A two-sided p value < 0.05 was considered statistically significant. Statistical analysis was performed using STATA 12.1 (StataCorp, TX, USA).
Results
From 1706 patients admitted with hip fractures during the study period, a total of 1292 (76%) patients fulfilled eligibility criteria and were included in the study, 414 (24%) patients were excluded. We identified 157 (12%) patients with warfarin, 442 (34%) with antiplatelet agents, and 693 (54%) in the control group. All demographics and clinical data of each group are summarized in Table 1 . Comparing the data of the 3 groups (warfarin, antiplatelet, and control group), we noticed that the sample is composed by prevalently female patients (74%) and there were no significant differences regarding age at the time of surgery. Half of the patients (n = 641) belong to the highest ASA risk classes (ASA 4/5). ASA score and Charlson Comorbidity Index were significantly higher in the warfarin group (p < 0.001). Regarding the time of surgery, 54% of the patients in the warfarin group underwent surgery after 48 h, while the 63% of the patient in the antiplatelet group and the 69% of the patient in the control group underwent surgery within 48 h, showing an opposite trend (p < 0.001). The median blood loss was significantly higher in the warfarin group (p = 0.0054). Mortality was higher in patients in warfarin group at 30 days (p = 0.0484), at 180 days (p = 0.0005), and at 1 year (p < 0.0001). No statistical difference was observed regarding type of fracture (according to AO/OTA classification) and type of surgery (joint reconstruction or fixation with intra-or extramedullary devices).
The Kaplan-Meier survival curve confirms that mortality of the patients in the warfarin group was significantly higher compared to the other groups (Table 1 and Fig. 2 ). In terms of the effect of the surgical delay on the survival rate, there are no significant differences in the total sample analyzed (p = 0.0654), in the control group (p = 0.1440), and in the warfarin one (p = 0.3034). Analyzing the Kaplan-Meier survival curves, there is a higher survival trend in patients who underwent surgery within 48 h (Fig. 3) but it is not statistically significant. The same consideration can be made for the control group (Fig. 4) and for the warfarin group (Fig. 5) .
Cox multivariate regression analysis showed an increased risk of mortality in patients on warfarin therapy (Table 2) , in particular, patients in warfarin therapy have a 42% higher risk of death within 1 year from surgery compared to a patient of the Control group (HRadj = 1.42; CI 95% 1.03-1.95). The patients of the antiplatelet group did not show any significant risk (HRadj = 0.95; CI 95% 0.73-1.23). The patients over 95 years who underwent surgery for a proximal femoral fracture have approximately 3 times higher risk of dying within 1 year compared to patients younger than 75 (HRadj = 2.96; CI 95% 1.65-5.31). As expected, the comorbidities number negatively influenced the survival of these patients. The risk of mortality increases of 24% for every single value of the CCI (HRadj = 1.24; CI 95% 1.17-1.32). Regarding time of surgery, patients who underwent surgery after 48 h have 1.5 times higher risk of mortality with respect to patients who 
Discussion
Nowadays, most recent guidelines underline the importance of early surgery in elderly patients with PFF. However, most of these patients present a high number of comorbidities, some of which require the use of warfarin. These comorbidities and waiting time to achieve a safe INR could cause a surgical delay. We found that warfarinised patients showed higher surgical delay and decreased survival.
Current guidelines suggest to operate these patients when INR values are < 1.5 [13] . Different protocols have been proposed to reach these INR values as soon as possible by using Vitamin K agonists and derivatives, and it has demonstrated that they are safe procedures [23] . Mattison et al. in a recent case-control study analyzed 198 patients with extracapsular PFF and reported that using Vit.K and/or four-factor prothrombin complex concentrate to reach INR values ≤ 1.5 in patients on warfarin therapy is safe [24] . Despite this, Bhatia et al. reported a time to surgery of at least 2 days (mean 38 hrs) in the warfarin group [25] . A study by Ryan et al.
showed that surgical delay of more than 48 h resulted in higher mortality in patients with PFF, with an OR of 1.13 for the delayed group after controlling for multiple prognostic factors including comorbidity [26] . Even in our study, warfarinised patients showed higher mortality compared to patients that do not assume any anticoagulant drugs or antiplatelet therapy. In an observational study by Dettoni et al. published in 2011 including 875 patients with PFF, they noticed that warfarin therapy and delay in time to surgery were associated with a significantly higher risk for complications and mortality compared to all other patients [27] . Lawrence et al. showed an association between warfarin therapy with prolonged time to surgery and an increased 1-year mortality rate in hip fracture patients and they suggested to consider warfarin therapy a "Red flag" in patients with PFF [28] . Rosso et al. found out a 365-day mortality of 15.4% in patients who underwent surgery within 48 h, 18.1% between 48 and 72 h, and 21% over 72 h [29] . Recently, Moores et al. [30] , in a retrospective analysis of prospectively collected matched data, evaluate post-operative mortality and lengh of stay in hospital for warfarinised hip fracture patients and compare them with a matched nonwarfarinised group, before and after the introduction of a standardized warfarin reversal protocol. They observed that the time of the somministration of the first dose of vitamin K is crucial for the delay in warfarin reversal. They notice that somministration of the first dose decreases from 13 to 3 h (p < 0.001) after protocol introduction, with all patients' INR being in a safe operative range within 24 h of admission. Furthermore, in our study, we observed that the warfarin patient group had a greater blood loss than the other groups. This result differs from what is reported in Literature [24, 25, 31, 32] .
Mattison et al. reported that there were no significant differences in terms of blood loss (p = 0.5); meanwhile, the number of units of red blood cell transfused was higher in the non-warfarin group (p = 0.03) [24] . Cohn et al. in their study showed that 58.1% of the patients in warfarin underwent transfusion after surgery comparing to a 56.6% in the control group (p = 0.86). Also, the blood loss was similar in the two groups (p = 0.95) [33] . Even Lott et al. in their study of 479 patients with PFF, in which 112 were in therapy with warfarin, did not notice statistical differences in the two groups in terms of blood loss (p = 0.35) and post-operative transfusions (p = 0.535) [34] .
For these reasons, the PFF NICE guidelines recommend to perform surgery "…on the day of, or the day after admission…" [35] . It is strongly indicated to identify and treat correctable comorbidities that may delay surgery, including anticoagulation therapy. Proactive anticoagulant management and expedient surgery reduce morbidity and mortality when managing this surgically challenging subset of hip fracture patients.
The main limitation of this study is the retrospective design. A randomized control trial would be more suitable to investigate this topic. However, the current knowledge and the guidelines would hardly ethically allow a study that compares early and late surgery in these patients. For this reason, we cannot be certain that awaiting INR was the only factor leading to delay of surgery and we were also unable to obtain specific data on post-operative complications including wound issues, thrombotic events, or pressure sores and causes of death. Additionally, we know the ASA grade, which reflects the comorbidities and the probability of medical complications, but we do not know precisely what these comorbidities are. Therefore, both the antagonization of the warfarin and the investigation and stabilization of these complications could have caused the surgical delay. Furthermore, due to the lack of a 
Conclusions
Our study confirmed the association between warfarin therapy at the time of admission for hip fracture, time to surgery, and survival rate. Despite the use of vitamin K and four-factor prothrombin complex for a fast reversal of the warfarin effect, waiting for INR values ≤ 1.5 leads to a surgical delay. Surgical delay and comorbidities are the main reasons of the highest mortality of these fragile patients, the only possibility to increase survival rate of these patients is to identify and treat correctable comorbidities and to normalize INR value as soon as possible. For this reason, it is important to implement protocols that are finalized to decrease INR values for a faster surgery, starting from the admission of the patients with PFF on warfarin therapy in the Emergency Department. 
